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Abstract of JP 7236475 (A) 

PURPOSETo provide a myeloma cell line which can be a model for IL-6- dependent proliferation 
mechanism in myeloma, an experiment with an animal to which the cell line is transplanted, and the 
screening process for a myeloma- treating agent using the cell line or said experimental animal. 
CONSTITUTIONThe invention provides a human myeloma cell line which proliferates depending on IL- 
6 through the autocrine mechanism, an experimental animal to which the cell line is transplanted, the in 
vitro screening method of myeloma-treating agents by testing the inhibition of myeloma cell proliferation 
by adding the agents to the cell line, and the in vivo screening method of myeloma cell-treating agents 
by giving the treating agents to the experimental animals. 
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■\txmm-tzt h^mmmsmo 

2 ] fc b #MB*s t h #^tt#MMT'fo 5ft 

i tetsmomsmo 

[»*«3] KPMM2 (^#X*X|)a0IP3Be3f» 
fFm^ft^K-feV^-. Sffii^F I RM : P-l 4 1 

7 0) Tfe 5 tt*3S 1 1 tH«»»tt„ 

4 ] w 3ft is i immnmimz&m vtcmm 

[»**6] ^«»%^-7^^-efc5if5j<rl4^SB« 
[!i*Jg 7 ] ^WMfciit- h * y-f >mm^i. *) i 

[I»*JI8] HgHB*t^— h^5^r>««ir«t5 I 
L - 6 ft#|-4-e*^t-r 5 t b ifffiMM£4*£,£TM L 

[«3ft=fi9] *«ft«st^— h^9-rv««ir < ti) i 
L - 6 t bifMffi«tt£ljJlIf 

uT#b^5it*ii4 \z.%m^%mmm a 

im& i o ] nHW&£*0*m#g i fce*©aw& 

51M0K&«Sl©^^tr b 077 y -s-^m 
[hmss 1 1 ] #«je»itm»«ij*eit^M^ ^7 

^WWM Srffi* fc LT ft 5 £ fc *»b ft S l o iris 
*©-f ^ if b ti * ? y y ym. 
\m&i 1 2 ] itmrnmrnrntf i l - e &t£isi*#j-e 

[»**g 1 3 ] itmmfemmmm a icmm^mm 
mm\mm. Lx^mmMmmmmzmm-tz z. t *»e> 

[ff**g l 4 ] itttffiftM*Ml«£M7 >-^7 

ftwrnrnzmmt vxn 5 ^ fc^ftsw*! i 3im 

[»*3S i s ] mmmmmmmmm^mm^ 
m&mmt Lxn 5 1 3 ^ia«©-f 

>tf#7 7 y-^^fe, 

1 6 ] #M)27£SWS I L - 6 ffittPfl*»-t? 

5 ff 1 3 KfB«»-f v 7 y v 

[^©IMBftlftK] 
[0 0 0 1] 

U ^^PLOi^-b^^Wf^ioTI L- 
6Mttt*»f5t h 

[0002] 



(bsf-2) &z.xi 
■7 7 tw -f y K-^/^s«M±i«H^ t m-mi- 
xh&4^?-v4*>6 (il-6) a^mt'wmm 

(multiple my e 1 o m a : J^TMMfcfB<c 
T&m&&3i>S) M9&»X^ftM0^fc5fc#x.f> 

ftT^S (Kawano et al. , Nature 332:83,1988; Klein 
et al., Blood 73:517, 1989) „ #^ttfl-MJB}*, 

«^^t4ftbfc)!i«T\ -frtt£ii®<Z)#fc U 
a5fiic^B#irHi1-5 0 IL-6tti©J;5 ft«X^ 
2tt(D8I^^/^K^^bT^»ffi'l4^eji1-?i„ 
loii, ]L-6^tS»fl8 0kD©y^yK 
tt^ttit^^^R (i L-6g«#0 -e&ij, ioi 

^fgpl3 0t?i)5 (Taga et al. , J. Exp. Med. 
196:967, 1987) „ 

[0 0 0 3] 1 9 8 8<PKawaiioP,ft»thfi 
JBM^«^1- I L-6£jS£U ^OlL-6S* 

ft£f&3iL-i:^5r i, fc&tflctfci L-6£*fl; 
( r ) fame i <o -i v b -diat^WiM $ r fc ^ 

5 fc V ^ 5 h ^ 7 >T i 0 iiJtf 5 ^Iffitt^s fe 
5:t?rSSL (Kawano et al. , Nature 332:83, 198 
8) , -*K 1 e i n fcii, g Pj^fiH^ SrK^UifeV^ 

t^i^i^iSmi-Srfc^tiniLfc (Klein et al., Bl 
ood 73:517, 1989) „ jkff tpW I L-6«Si4'fr 

MfllwS^fc fflM LTV^S r t flSfcl&ft-Cfc 0 (Batail 
leetal., J. Clin. Invest. 84:2008, 1989) , IL 

- 6 i>'wmm<D^t£mmm^-o 1 o-e&s t 

[0004] Sfc, ff»^iitfc#ttM»©^ # 

J&flS h ^ 7 -f ^««* i±/^ 7 ^ 7 V ^"f 

[0 0 0 5] IL-6 fe#ttii?tSr1-5 t h 
ftfi: h7V^7i^ ytiott n l - 6 c 
DNA^rfAtSi, g#6<jfcii*LTJ!l*^-r5ifc 
i9Hi**^ m,l4^5^5>f^lL-6iB»aM»Sr* 

VktZ>h<DXfoh (Okuno etal., Exp. Hematol. 20:39 
5, 1992) 0 fc htIBBWU2 6 6!iU- 

6 a— b ^ 7 -r k «t o Tum-r 5 n fc $ n 

TV^5 (Jernberg etal. , Leukemia 5:255, 1991; Levy 
et al. , J. Clin. Invest. 88:696, 1991) 0 L^^Lft 
U2 6 6 ©if?Si4^H'lt I L-6 tiott) (Je 
rnberg et al. , Leukemia 5:255, 1991) , 4fcgt I L 
-6*;^P-t/Vj5i:#iaot^ (Levy et al. , J. 
Clin. Invest. 88:696, 1991) US^rglTft^ofc, t 
V^a^fcfctk U2 6 6©*Jfi«t«fc:*f-r5 I L-6 
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[0006] ^mmbte, 

frit l L-6ft#tt±fKS£^U 

t met i l - e g&ttsttt-cia < $ nz> r t 

Lfc (Goto et al., Biotherapy 7:655, 1993) „ 

[0007] ^mvmbtets e>jc, sfiPt 

*t n L-elfsmifiM^ii^^ 1 ?^ (i 

L-6h7^x=y^SCID?^) S^ffiLfc 
iI»ia»ttl(CO^ttWLfc (Goto et al.. !R 5 
2@0*|^»^SS5ft, 4 9 81, 1 9 9 3¥ 
10fl) „ £T}C#ffiLfc3^i«»#ffl[ 

V fc* b la "CCD I L — 6 fjfe#14«m4o 

[0 0 0 8] 

[0 0 0 9] #3893© B tttt#«HW I L - 6 ft#ttif 
ir&5„ R*Bia*i4tn: I L- 6}n{£, fciIL-6§t# 

jn#fc if-© i l - 6 mmm&m* t-r 5#«t«^ 

[0 0 10] *38BlttRiNBiattc*^ttUfc*»«i«>Srli 
«1-2>rifeBWt1-5o ±K*f«MfettSi I L-6ft 
ffc gt I L - 6 if © I L — 6 ffi14Pl*ffl^ 

tt C ft t -f 5 #MH^Sffl «t 5 #Mffi«?^)S >- if 

[0011] *!Pm#MM76*ffl»^ y-=v^7£ 
*>v^K-ctt>»>, JtnftS^i-SIHOKcJ; 5 i g 

A, IgM, IgG, IgESitfBence-Jon 
e s^y/^©5ll^fe5. 
[0 0 12] 

£»£-r^ < mMM% l i l - 6 m&mwk 

[0013] -rftiat,. *ISMtt^— b * 9-T 
iOIL-6 t h#«BI|IU&|*&«ft 



[0 0 14] Sfc, *iPJt±S»«£#«Lfc^ilft 
[0 0 15] SbK, **Wtt»«Bf&«SJSrJiia*BJia 

[ooi6] s #3&Ktt#Mtt?&^j«r±iBSft 

fflfc 3 v ^fi#^roMi*J Sr»«fti- 5 n i: a» * 

[0017] ^mm<Dmmwu. m^i^ma-wmms. 

it^5 0 *«BJ-Cil#t, IgG, is#*t 

fc 0 rcoi 5(-LTtf5i:$tLfc«*i4KPMM2 fclfe 

-i^Sf£#-§-F I RM : P - 1 4 1 7 0 T* Mfc^T^ 
5 (1994^2J122H *f£) 0 IfUSttKPMM 2 Si 

[0018] MS&WK PMM 2 ii-f V tf h a "C I L - 6 
&E£U Sfcl L-6g«fr (I L-6R) 
■CVSr t*SflS3g$^fco *fc^ KPMM2C0^-a-^^ 

ft, MTT (3-[4,5-dimethylthiazol-2-yl]-2, 5-diphe 
nyl lett'azol i uni bromide) jfe (J. Tmmun. Methods 65:5 
5-63, 1983 mW) *Jit^i»awSiJST^ftLfcig 
*, I L-6tttiC^^=3r^-<-hLfctt<©^ii^ 
HlllKPMM2iS i L-6t«attl:S 
JtSL-TiiJt-fSr tSr^LTVSo S bt, K PMM 2 
©fifllHi, gt I L - 6 mAb (^/^n— r/^m 
*5ilK^:iL-6R mAbtioTffiaftffflttiS* 
i-WJ^ttfco ifc, RT-PCR (mB&tfVtl"- 

^ypr^v-ay) kpmm2#il- 

6*5iff]L-6R mRNASrlSabTV^Sit^flfe 
m^tb/c, KPMM2tt#iOifjH-, -t"**> 

ibCD44, VLA-/3, ICAM-1, N C AM, L 
FA-3t5it/VLA-4^5aLT*5l9, Sfc^fyt* 

[0 0 19] ~<D£ 54KPMM2ffl#lff^P), K 
PMM2^i L-6tf— b^^^^ffiSti^itm-rS 

^»it««^s i l - e h 9 y j >mmx 

[0 0 2 0] LfdSot, &%ffl<D%R!faWfetfi I L - 6 
mAb&SWlirCI L-6R mAb*if<DIL-6 



-3- 



- 6 S^*K#:^*IS0J»»JSft(-^P LT#WfMS 

[0021] *isiK©ajia*%#«Lfc^ 

IDv?^, IL-6F5yx^i = y?SCID?') 

* *s i t/* — k-v <y 7- n if *> 5 -7 f * 

[0022] »*j^v^ fct, **w©±e»ia»«r-r 

C^tc^W-j-Sicti, iST^*, Kl£i*i»tt<o*fc, ft 

mw« L/c*a- 

# t v ^ fc 1 l - 6 mm&mm * » c * t -r 5 

~y?m^mxh5, c 

[0023] &Tfc*»HfcJ»«K:J:5S&l::»L.< 

[0 0 2 4] 
[HKM 

IgG, XM^IStt'tMIIB* (7 6?, £14, 



ctttJgM^-a-Ay^do^ , I L - 6 l^/Wi 

9 1. Opg/mltlUWc, SIOiLfclfckSrF i 
col 1-Hypaque (7r/VW7tt«) Sr/lV^ 

i^-MiTttim!££r^*U £ titty v^iiSfc 
TT$0&2rl&*U JKffiWJJ&Sr 9 5 %K_ktf£ft L7c„ 
M£ 2 0 %9f l&JMilfilf (F C S : X a v i e r I 
n v e s t m e n t s Sk ^ h 7 V T) , «&;L t 
ML- 6 (WSM) 4ng/mlj3±^tW 

*s> (mmm.m±m) ioopg/mi ^t?R pm i 

1 6 4 0 1 X 1 0 6 «/m 
lOiStSIJtfc. ftW2 5ml77^3ft'l 
0m 1 ©ig^WCigitU Sffl5%C0 2 tp, 3 7°C 

[0025] *g*iB*&i *^m-eaiai4g^LT±i?tL 

ifift^KPMM2 t^ig Lfc„ IL-6©#ftTtfc 
tt*#STir*s»t 5f& iPB#r f 5(4^ti ; e'ti4 8 B#W*3j;r>* 

[0 0 2 6] KPMM2©fli3j;i;i gMSKTW 

KPMM2w?g»fej:iyi gj>^ 
K P MM 2 ifflaSii*^»»^T-e I 
LTwri-aiiaMRjfcsax (hd . 74 h-*?j»*? 
m&xmmmmmmmzTFLtz (02) 0 kpmm 

-if, AS-D7nn7tf-hx^f7-f> 

■^ttBttt-efcofc,, aiai i gGfci(;xL«ffl§ 

^fc^s, I g A, I gM, *5J:tficL«H:i««$HS&* 

ffi-cBttt-efcofc 0 sfc, « (io 6 ia/mi) £3 

[0027] mmm 2 : ^Btrtiso^ 
±.%mmm 1 -ew* ufc»KPMM 2 o^Bftj^cD 

^^ffl^r, ^m^xximmm^w-m (Fried et a 

1. , Flow Cytometry, Boca Raton, CRC Press: 59-78, 1 

989) izx<ommLfz 0 

[0028] mmm 1 tfs*©^aj-t-#bttfcKPMM 

2 5r, lOl/fa^iiSUpK, 100/ilO 

«*?S'i4ft»iia3iKS« (facs) mwmm (2% 

FCS*3itF0. 1% NaN 3 *^tf U ^IfeBfflf^^ 
SAifflSft (PBS) . mTFACSS«^«tV^5) i- 
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^yft^-f (FITC) fc5V^7>fax!J 

*y>- (pe) flmtfttt&a&pu 4ttt3 oaww 

^M-Kft, «Sr_hfBFACSg»T*2lilgfe 
if-LfcfL 713— h7<-^- (EP I CS PRO 
FILE, ^—>V9—%.%) t'MLfc, 
[0029] — WSSac^frtftifelcja^TH:, ^IS 

U 4ttt3 0^^^-hLT, iNM&£FA 
CS«««T2 0gfc#Lfcft, 5Mg/mlfflFITC 



foSvMiPEtlii^r^a:^^^ i gGWF (at' ) 

2Brtf (TAGOttfi) ^JPi, 4tK3 0#IW£& 
FACS«ff«-e2HI)$fe)f-Lfcm, F AC SS 
««!^??*$*, 7n-lMM-*- (EPICS 
PROFILE, ^—>V9—%M) T*^«fLfc 0 
[0 0 3 0] KPMM2©^ffiS;J^SrKT»^l ttt 

[0 0 3 1] 
[«1] 



KPMM2(7>gffiMJIl?)»*lf 



PCA- 
B L 3 



C D 2 0 
CD 2 2 
C D 4 S H A 



-35 M I g A 

SBI !M 

[ gD 

«H I s « 

SB I s-l 

C D 3 
CD4 
CDS 
CD 7 
CD 8 

C D 1 3 



CD 1 1 a(LFA-l) 

CDllb(Msc-l) 

CD 1 1 zd p 1 5 0/9 5) 

CDl 8CLFA- 1) 

CD29CVLA-J3) 

CD4 4 x 

CD 5 4(1 CAM- 1) 

CD5 6(NC AM) 

CDS 8CLFA- 3) 

CDS KVNR-j?) 

CDw4 9d(VLA-4) 

CDw49 e (VLA-5) 

L E C AM 1 

CD 2 5 



C D 4 5 
CD 6 2 
C D 6 3 
C D 6 9 

C D 7 1 CT f R) 
HLA-DR 



CD 14 0. 1 

CD 3 3 0.8 

(CD 3 8, PCA-l*5ii7BL3) , W£to=f- (C 
D44, VLA-0, ICAM-1, N C AM, LFA 
-3*5iU ! VLA-4) tlhUXCCV>\ 5, CD63, 

CD7K I gG»±iJ«a,*if©gag^BHtTf*>ofc 0 

[0 0 3 2] 3 :M^B^y yl&ffflRS 

-hiB5£M£0* 1 Tr-StSE L /tMS^K P MM 2 CD^ffi if n 7 

y>- dg) jie^s«fiSc*f-^^^ni/ bfeici^^ 

[0 0 3 3] HJfeCTlfclB«eD*^±»)#e>^fcKP 
MM 2 IBIS (1 0 7 {@) /^b. Manual of Clinical Immu 
nology, 3rd edition, American Society for Microbio 



logy, 1986©*&lrfptTDNASriS«lU 3«©M 
WiBamHI, E c o R I fe5VH4H i n dill 

^y-zMtUSi: LTDNA£[HlJ|XL-t\ 0. 8%T^n 
— (SEAKEMGTG, FMCtrJK) tCj; 9 2 

%S#^-tirfc 0 ftfc, ?A77^/7^v-DNA 
7^!)y^7h (SBltttS) £fflv^t, 32 P«»L, 
fctMg J H , C k joirjcci7°P-7 (t^a7 
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*S*, I gH&i0K«£^#ffij&LT^fc;^ A 
«e^i4#*j&LTv^>ofc (13) „ KJKO-t 

KPMM2^/?c- f/W£fo#i%m£.-rZZ. 

[0034] mm a ■. mfajtt&^tb&vr 
immmrn 1 -eat* Lfc«*K p mm 2 

[0 0 3 5] W&m 1 {CfS«©^-C#6tLfcKPMM 
2 £2 0%FCS*5j;t>*l 00(i g/m 1 
SrgtFRPM 1 1 6 4 0±g*«(CT5 X 1 0 5 f@/m 1 

bte&£?ia%mLtc 0 i%m48$mm^ kpmm2 

\Z0. 0 5 n g 5 K (^atfJJ) * 1 5 #|HI 

l , as * m -cams js m l fc k p mm 2 m j& 

SrHlllXLfco IUJ|XLfcKPMM2MaSrO. 0 7 5MO 
KC 1 X'2 0#KftyiU ^y-vv-fflflfc-CHJSL 
fc„ ftV^, KPMM2»cQ|fc&{££ h IJ:/^-^ 

[0 0 3 6] KPMM2tt#<©«3SS»4r 
to-{gfr«rfo5r tasWILfc (SI 4) „ atffL 
fcl 5*iat^T#4 6, XX, d e r (1 ; 1 9) 

(q 1 0 ; q 1 0) , t (3 ; 14) (q 2 1 ; q 3 
2), -4, t (6; 11) (p 1 2 ; p 1 5) , de 
r (10) add (10) (pl3) die (9 ; 1 
0) (ql0;q26),+16 %7jk Lfc 0 

[0 0 3 7] 

mmms ■. EBv»j;^3^5Xvo«a 

A—)V^^i)V7, (ebv) SoitfW a^X-r^SbS: 

[0 0 3 8] jgjfc09 1 KflS«©^«fe-CW?)ilfcKPMM 
2MSfflM^P>x^^^^y ■ (E 
BV) Sr^tij-f S/cfetC, Systemic Gene 
tic Inst i tutett^MALfcEBV B 

pcr ^-fv yrti/a-y) Srfr 

A^ffifflM. T. C. ^^h (Gen-Probe I 
nc. ttSSl) fciO, «#©«k*t^o-C**bfc. 
[0 0 3 9] -trogS, KPMM2{iEBVyVA*5i 

[0040] mmie ■■ 1M" vtc^f-rssiSti 

HJ£M 1 -eW* LfclBWK PMM 2 (D&m-V-J b tlA 

[0 0 4 1] 1 KSE«-T5*ffi-C#P>^fcKPM 

M2£r2 0%FC S&iUU 00ug/ml 
^Sr^trRPMI 1 6 4 0 ^*^2 
OOmK'9 6^^Ix- h (77/V^^M) —1X1 

o 4 f@/^ t tt 5 i 5 f-a& Lfc 0 

[0042] ge^v-Ko^-^H:, ra©**t 



[0 0 4 3] »|&x. I L - 2 , PIL-3, HflftKK5E 
H^- (TNF) -a, iWv^n77-v J ^o^- 

(GM-CSF) , ^#»JjScJI0^ (SC 
F) (fill-t, Ge n z ymettS) s |3| I L - 4 , IH I 
L-7 S ^IL-10, ^IL-11, ^6jfo.#jH.#H 
f (LIF) , I^Va^^VM (OSM) (K±, 
Pepro Tec Inc. t±§» , PIIL-9, 
hy^7^-5>-^4SH^ (TGF) -0 (£t±, 
R&D System Inc. ftS) , iIL-la 

(Boehringer Manhei m}±jS) , IH I 
L-5 (Upstate Biotechnology 
Inc. tfcR) , 1IL-8 (Am e r s h a m}± 

S) , m^yxvtf^^ (epo) *ij;r;wnB*i«3 

P--fttSf (G-CSF) (£i±, >p^:K3i*3;£ 
ttfcDSft) ill OOng/ml. 
[0 0 4 4] ffi&X.^y^-^ny (I FN) -y 

(Wtt^tt^tti^gtt) fciu^&Sfc h i f 
n — a mtcMmms&ftx. 9 ffitt) f* l 0 0 0 U/m 

lo 

[0045] ii&x. i l - 6 (*^M^*S:^±J; 1? ft 

tt) 141 n g/m 1. 
[0 0 4 6] fc*5, *fBai¥f4. im h*-f y&DnaDfc^ 
2 o%f c sfcitn ood g/m i ^-t-w ->>-£r?i 

M L/C R P M I 1 6 4 0 AS***-?** Lfc 0 
[0 0 4 7] 9 Q%-fV— hro^-TCicattbfcK PMM 
2£, ±C1M h#^v#£T&5^fi##£7-eSffl 
5%C0 2 t^ 3 7°C-C9 6BfWJ§#Lfc„ -^COigH^ 
T4B#Ri3Sul^ #5tfc: 3 H-?-5 (Amersha 
mtt®) *1 tiC i /Kb \mi3QLtz 0 KPM 

M 2 ijSlJ >9 iA^/c 3 H - f - 5 5?^© i©SISH:, 

yfi/">ayA>>y^ (1205 

[0048] K PMM 2 <DmM\Ctt-T Z&WfrJ V $4 
y<D%)$k%m5lC7F-t 0 m5frt>Wbfrte£.5\£. KP 
MM2«ttI L-6 tHM^^-H,fct§ 

|filng/mim5lL-6ti!J, 3 H-^5 
S?^OBtDji*!JS2. 2{$fc±#Lfc„ IFN- 

a*5it/i fn -y\zK pmm 2 mmcoMM&mmim 

[0 0 4 9] KPMM2fflf^f b V{C>P)-t" 5 

5iS144rW-<5fcJi){C MTT (3- [4, 5-dimethylthiaz 
ol-2-yl ] -2, 5-diphenyltetrazolium bromide) (J. I 
mmun. Methods 65:55, 1983 £r#ffj *5i0^JJS^E 

[0 0 5 0] H1M7 : fit I L-6 mA b JJctt^jrC I 
L-6R mAbiaSWI* 

1 t?»S: LftlWKPMM 2 W S-^^^i/C 
tHL-6R mAb 7 ^ n — f;V%iW) (Ig 



G^yX : PM1) 33£.Tfi"?X$il L-6mAb 

(I gG^7^ : SK2) ©3&*£rfS-<fc 0 SK2I1 
ICffi. (Y. Ohe etal., Br. J. Cancer 67:939, 1993) \Z 
BB«*nr*9, *fcPMl(«K (Hirata et al. , 
J. Immunol. 143:2900, 1989) i'fHfc^tVO^o 

[0051] mmm 1 (-ta*-r6^T-#fcK pmm2 

£2 0%FC S*5it/1 0 0 u g/m 1 *fY^i/y?r 
-^tfRPMI 16 4 Oii^m^ffi&^t, *m^2 0 0 
U 1 "C9 6 7t7V- F (77/l'3i / ttSI) -1 X 1 0 4 

[0 0 5 2] 9 6^^-h©#Jtl!lH:, ^«JtcOI 
L-6 mAb (^/^C-TvHjT*) (SK2) *5<t 
t>miL-6R (S*flO mAb (PM1) feglj* (CjP 

x./t 0 *fj$gpte, SW£;(jpx.&^2 o%fcsJo 
itM 00m g/m 1 *tv^->y^ttfRPMI 1 6 
4 0*&«t Lfc 0 

[0 0 5 3] 9 Q%y°V— hcO^iC^ffiLfcKPMM 
2^ fiIL-6 mAb&itftxLl L-6R mAb 
#£T&3W±##£T7??W45%C0 2 ^F\ 3 7°C-e 

H-fS^V (Ame r s h a mfrM) ?rUCi/X 
t ft 5 <£ 5 i'VfetJP L/to K PMM 2 19 &A>/£ 3 H- 

- (1 2 0 5 -<-*7V-k 7rA^S/TttJl) £ 

[0 0 5 4] KPMM2cOit5tiC*)-f-§Jn:i L-6 m 
Ab&itflKl L-6 R mAb<75^)*^|16iC^i- 0 
s K 2 *s it^PM l ©SsMSv^T iX^ffliiSffft^MS 
»**^r*l!:|afFLfc. «ffc:, PMlttUg/ml© 

*a-?K pmm 2 ©ismsr^m* ufc 0 

[0 0 5 5] Sfc, KPMM2^«felI L-6 mA 
b&iU^iI L-6R mAbtc^r-rsSbSSrP^Sfc 
MTT (3-[4,5-dimethylthiazol-2-yl]-2,5-dip 
henyltetrazolium bromide) ?£ (J. Immun. Methods 6 
5:55, 1983 &#flg) 38±tf£iiWiS£i:«80£r3;fr8: 
£M^fc3\ ^«©SS^#bti/c 0 

[0 0 5 6] 3ttfe#l8 : EL I SAtiS IL-614 
©SIS 

±iE*JS0J 1 T?»Sz: L/cMS^K PMM2ia5lL- 

[0 0 5 7] 1 K|H«-t-5*ffiTf#fcK PMM 2 

2 0 %F C S *5i()! 1 0 0 n g /m 1 * fv^f i/y 
^r^tfRPMI 1 6 4 OimmiCl 0 6 «/m 1 irftS 

i o imm £ t M l-6 ##ftT-ess 5 % c o 

2 tf, 3 7°C^±t*L/t 0 

[0058] mm7 2mmk, mm±.m*^-£nz>K 

PMM2#ftLfc I L-6©iftg£\ tML-6ffl 

^^r^6w■o»*^c^lev^al3eLfc 0 **s, iwiit 

T, 2 0%FCSfc±yi 0 0// g/ml*tv^->y 



^SflPLfcRPMI 1 6 4 0J&3l*£fflVVfc o ±§*i:fif 
!^f47 9. 7±19. 6 (TOt±S. D. ) pg/m 
1 CO I L— 6 ©S£flS*fetti3iV *t,BS±#»i-*5V^T^ 
tHK# (4. Opg/ml) J^T^fcofc©i^itK-r5 
«itiift*©I L-eSWflfFi^lJPLTV^ 

[0 0 5 9] j|Jfe#|9 : h I 

L-6 R©?gll©ffilfg 

KPMM2M&_h-C© I L-6 R|Sa^Wig1-Sfc* 
ir N IL-6RKg^U IL-6»IL-6R^fflg 
•g-SrPl^L^t^^^St h I L-6 R mAbfW 
MT 1 StfiW (Hirata et al. , J. Immunol. 143:2900, 

1989) fcfflivt, Hlg^JtSt^SSrHlfiLfc. 

[0 0 6 0] HJtMl (-tE«©^ffirif Pj^fcKPMM 
2»tel0 6 i/f^-7'i45J;9l^ 100m 1 

<ommm 2 we*© f a c s mmmimm <* io M g 

/ml©MT18ftMiBx., 4 c Ctr SP^HIMJS^* 
fcfL F A C S igffi^r* 2 ElSfcif- L, 100(il©FA 
CSSfr*!^^*, $f>fc. FITC^fH^fti^ 
9^1 gGfei# (TAGOttI) Sr5yg/mltt 
L, 4°Ci^T3 0^-raSfS^-frfCc FACSiff-e2 
0gfe?*LfciL ^FACSIISI^IW, 7P-f 
^1^-^- (EPICS PROFILE, 3-/^ 

[0 0 6 1 ] ^©IgJk El 7 Km-tX 5 fc, K PMM 2 

«±ir i l - 6 R«araasissnfc. 

[0 0 6 2] SgJSMl 0 : EL I SAtCiSt H gG 
(M^V/^) B£©?IJ£ 
K P MM 2 © t h I gG (M9V/<9) S^tg^fSitL 

[0 0 6 3] HJSFJl i-ffi*©^ffi-C#bftfcKPMM 
2£rl 0 6 {@/m 1 t*5i5t, 2 0%FCS*5it/ 
10 0m g/m 1 D-f-vf i/>&<£tfRPM 11640 

tmm^rm*^.. M2mrci2'A7>-i- (7r 

fr=iy#M) ©#7^iC^L, t F I L-6##ftK- 
SiPl5%C0 2 tK 3 7^-^-7 2B#W±^*b7t 0 
»(430tfofc o ±§*±}f^©t HgGl 

TAGOliSt^IgGK:* (NO. 410 

o) #zvTA'*y7jtx7T*"emm : r*$Li bg 
js^mmm&tfifo (no. 2490) »seu 

SAirrSij^Lfco &3o\ 7^y^-FtLt*^ 

tfcSSfc F I gG (NO. 0001-86 0) SrffiV/c 
StiflffCBlO. l M g/ml©tH 
gGilfti^, ^M±t»^14«ffiPS#J^T (5ng 
/ml) Tfcofc©EJttLT, i§*±vf^j©b F I g 

[oo6 4] mmmi 1 : rt-pcr mte&tfv* 

^fj^yp7^-> 3 y) t <t 5 I L — 63oJ;tM 

L-6R mRNAOfffl 

mmm 1 tiaft©*&-c#e>*ifcKPMM2 s t 
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b I L-6*3j;tFfc b I L-6R<DmM&m&-$-Z>±#> 
\Z y RT-PCR «?*°D t< l/^fi-fy!)7^ 
v-ay) j£m it) t H L-6*5iU?t b I L-6RC0 
^ytyv't-RNA (mRNA) £r$tttibfc 0 

[0 0 6 5] /T-^Atv"?A^D7'f Kffi (Mole 
cular Cloning, Cold Spring Harbor Laboratory Pres 
s) iaoTKPMM2ftfi (10 8 fi) i>biRNAlr 

DNA^ttcDNA^y b (Invitroge 

[0 0 6 6] SH4*fflgt LTt b I L-ejditft b I 
L-6RWPCR^5>f-?-|:ffl^ (C 1 o n t 
e c h Inc. |±M) 0 P C Rmm& lOflfillt 
10 mM Tris-HCl (pH8. 3), 50 mM 
i^ft:*^ Amp litaq(Perkin E 

lmer CetusttS) 2. 5 ^ y b , l*Mc 
DNA-a-ftSJS*l m 1 , #^7^-^-1 0 0 pmo 1 
£"^tp„ #PCRfflf a-7'tfflt-l , ^5 0 ^ 1 ^r_h 
IfCPCRt#Lfc 0 ftSK-9 4 °C"t:' 1 £M /W b L, 
6 0°CT-l£-±: 7 2°CX?1 0#CD1f--'f ^A-&3 0f--f^ 

0 4)#SSrffofc 0 t b I L-6*3it>*t b I L-6R 

m 5 0 p g CDBttttif P C REto&#fc. 
[0 0 6 7] ^-KJE^a— lfl(i 1 Sr^oT 1. 
5 %T^n— ^^±t?S^t*Sl^fTofc 0 0 8 (c^i- 
J; 5 i-, IL-6 (628bp) tJi(j!lL-6R (2 

5 1 bp) OPCRl!feli^filtKPMM20RNA 
b if if>S $^xfc 0 r*x6>©^JIH:, KPMM2#IL- 

6 ©jT- b^ 7 4 yiiiaoTi*t5 r t 

»m©ffia*e>£8rr3o skw6. 4*m&h:il 

-6t)SSLtIgM^8«„ IL-6RC0PCR 
IW1SKW6. 4 mRNA/^tiS^tUt, 
U I L-6©PCR^i4iCD^T-^t±i§tl-f, - 
©rti4SKW6. 4fflia# I L-6£j££L-0^^ 

[0 0 6 8] SIJfe#I 1 2 : fflJJSftcK PMM 2 CD S C ID 

( 1 ) K P MM 2 CD^«ft*5 i^y t'JpT^»ft 
_kfBHi£M 1 TM» St t fc«*K P MM 2 <D pJ#«14*5 



[0 0 6 9] KPMM25r20%FCS^itflOO/i 
g/ml ^Wv^SrgtpRPMI 1 6 4 0±##Mi- 
10 8 i/mlfHU 0. 2mg©?1b^7LT>'T 
oGMlfi# (Code No. 014-09801, 

yZW&SlM^^V^ (KTI L-6-SC IDTm 

lWLfc 0 ^cogr*, l*^«{Ci4 3^^T-#«^ 

[0 0 7 0] rrojffiBSr«1S6tt«rwU WrWbfcJSB 

^y'/a (7 0 7r;^^itfi) £ML.-CifiJflS& 

[fl]l|XLfc 0 ^cO«%Ji|Sfc^«tRPMI 1 6 4 Otg 
*tKfc:!BMU IL-6-SCID Tm, M^ffi^ 

(SCID-7^tV^) (R#?WTtt 
H) . BAlB/c-nu/nu?^ («T3K-K^ 

t'/P'-ecOli^^ Blfg-t?feofc„ *fcli**Sr 3 mmA© 
/ny^tU MMffl^TIL-6-SCID T 
nu SCID?^, ^-K^^^O&TtSWLTt 

(2) KPMM2©ftftSfM*KK-C©nniWttt 
KPMM2©»«g»fr*T (s. c. ) , MRP»3 
( i . v . ) , JIErt ( i . p . ) t Ltcm#<Dns®m 

[0 0 7 1 ] (1) t&^TSC I D^y^^TflftL 

fcKPMM2M*€r«aw{-ffiswu, 

^MLtaiS^NDiL, l 0 8 R/m 1 co»M««£ 
f^riJLfc. rcWfSrSCIDv^, &3W±0. 
2mg©9t^ti:7v'7nGMl»iU t 5 0 0 Rco 

( s . c . ) . ( i . v . ) , 8gert ( i . 

p. ) <D3gS§-C^1tU 4 0 B^t^co^JSSrffo 

m*ti. s. c. ^T?l4£*ifflMfcfc, i. p. fflfcti 
i4ME^i^@^fi*^^Lfc 0 *fc, i. v. ^flt-e 
ttK PMM 2 ttfl-W-ero&^F^ag* tbtlfCc 

[0 0 7 2] 

[*2] 



EPMM2B51Mtt 



(3) KPMM2&UW}$)(Dlkm t b I g G (M^ >s< 
aifitKPMM2l:SCID-7^^Ti«U ffM 

^^fciiafD^atifc-w^t h i g Gm$t(Dtemzm-< 

fc 0 ±IB (2) t|S«©*ffi-Ci(Wfla*KPMM2SrSC 
I D^^-^TMU KPMM2«f, 2 
IBS, 4 2 0 gfi9 3[ak jftLftf-^^/^SStbTEL 
I SASfctfc h I gG»a&«|£Lfc. 
[0 0 7 3] -7^^lk*^C0t h I gGjftft 

i4KPMM2^«Lfctb*lTi*V^-f^l , bSNF«Ji-±# 

T^^^^fcM^ro^tjfctf fc h I g G«fti^H 
«»©*#fttt*liifJilfl|t h I gGftfiii 

( 4 ) K P MM 2 ObT«M« tt*J i xfffltm&iKotiitt 
SC I D-7r>^t?-K^ r >^T»#|gaiiS*$:^x.fci 
^OKPMM2® npgMttt £ tft ft L fc„ 

[0 0 7 4] WSiJ**ft*aaSrfT*3*V^OSC ID^9 



3/3 

^it^-K^^t, ±is (2) mm<o%m-v&* 

KPMM2IM10 7 > 3X1 0 6 , 10 6 faiMtPST 
(s. c. ) l^SMfiU IfcSC IDTpyMHtt-kflB 
(2) ©M-cmKPMM2»S:3xi0 6 1 1 0 6 

(i. v. ) T?k#«Lfc 0 
[0 0 7 5] ^Ogf, SCI Dv!)^tfiTftfit/fc 
4§£\ 3 x l 0 6 {@JJU:^»-f 3 fc, 2 1 H*"Ctc£H 
T'ffiJl^ffi^ffML. 1 0 6 »*L/c >b2 1 0 

*§£-Tii 2 1 0 4T?tc 2 / 3 , 3 2 0 4 Xlc S3£$|T\ 
£fc3 X 1 0 6 «£ttL/t»£"C}3:4 2 0*-C}C^fi| 

■c«WB»as»«Sftfc. ua»u i o 6 flco#*-eii 

4 2 B*-CK«B«)^«tt-B.bn**»ofc D *fc, SC 
IDv^^C^IrtMLfci^, 4 2 0*-C(C3Xl 
0 6 <@#«-e^!| s 1 0 6 »W-ei/3(CKPMM2^ 

[0 0 7 6] 
[*?3] 



(5) KPMM2fIS 











day 10 


day 21 


day 32 


day 42 


S C I D 




1 0' 

3 x l 0 6 
1 0 e 


1 / 2 
0/3 
0/3 


2/2 
3/3 
2/3 


2/2 
3/3 
3/3 


2/2 
3/3 
3/3 


? - K 




1 o 7 

3 x 1 0 s 
1 0" 


0 /3 
0/3 
0/3 


2/3 
0/3 
0/3 


3 / 3 
0 / 3 
0/3 


3 / 3 
3/3 
0/3 


S C I D 

: i d-?>? 




3 x l 0 s 
1 0" 


0/2 

0/3 
. 3. 21 


0/2 
0/3 


0/2 
0/3 

j3 iZd 


2/2 
1/3 

r 



KPMM2^ftLfcS C I D-r^XiC&^-C, Z<D± 

m%mmir6fcmz^ KPMM2»*Bis^ffiJiT*#mw 

i^mL-TV>5*ffiftMT'&5fc b C D 3 8 feiJS©*m 

[0077] KPMM2 Sr_k!E ( 1 ) ZUmx* 
SCIDT^X-NflWfU ^Wt3 7 0 gli^? 

LTilL, ^t^W^s'v':* (10 0 Mm) Sril 
U ^feEftfefltfWflSSftgfi (FACS) (2 
%FCS*5j;tK0. l%NaN 3 £r^ti>PBS (-)lg 

t LTKPMM2S:fSLtV^4v^SC I D^^^ro-fr 

[0 0 7 8] *HlfiW{-IB*-t-5*jfe{r < t!5KP 
MM2MTffiLfcS C I D-?i)X^?,B, #tt^3 

(100/im) £ilU FAC 

[0079] m&*tm t lt, i tria« Lfc^s 
-tm vtr b v Kxmm LfcK pmm 2 &ffiv vfc 0 -T v tr 

b P T 4 B Hig* Lfc K P MM 2 £ F A C S Hf f^T'gfe 

[0080] jjt^, c©i5t;:»l»UfcttJfi»itt»tSrffi 

l^T, FAC Sfl?tFf}Cj;5 b hCD 3 8in:J^c0^a^il 

[0 0 8 1] t4fc*), 10 0^ l«FACSifI>P 
}^T, «-l¥cDV$SWai 0 6 fl(C»L, 2. 5dg/m 

l©7^ni^!)y (PE) ffiMftfc fCD38ftfr 

(L e u- 1 7, ?4 y*-yVV#m ZW; 

JPU 7k_h-C3 O^WSJSS*fc 0 lml ©F 

ACSMWmr*2®ffimk, 5 0 0 a* 1 <DFACS««f 
?«-U«iU FACScan h V • ? 4 y 

Ki9FACS«Wffrffofc. 

[0 0 8 2] &|4Mf§i¥-?& 5 -fyt'hntftKPMM 
2©FACS«tlfffl|S*/5^ 1 S«4 0^f)2 00 
0 4-e©«fifflfc2b5ifM&&fc hCD3 8tnJH83UBiai: 
Lfc (010 (a) W o KPMM2||»«L 
fcSCI D-7?*T?f4, ^CD#«»»*3J;^ 7 1 
thCD3 8gttlBiat*fii6^T^fc (010 (b) 

o :o:itt, sciDv^xctiWlLfc 
KPMM2JSSC I D-r^^cD#M(-i#Ufcr ir^r* 
LT^So KPMM2SrSCIDvi>^|^Tf 

8^Rgtt-e*)9 (BIO (c) mm) , KPMM2^fi 
T#SLT^-f5M5«*(4, itKPMM2i^«i$ 
nTV^r t^Jilft. KPMM2S#ILT 

C D 3 8 R§ffi»HJ|&f*£< ittJSM^o fc (010 
(d) #flg) . 



[0 0 8 3] H*M 13 : {fCfc h I L - 6 glflCS K 2 *3 
itffitt h I L-6RS«t M«#PMl©ftl 

K PMM 2 do ft 5 fit b I L-6WSK2 

fciTOt h i L-6RStit ymikm*PMi<D4 

[0 0 8 4] _kfBSJfc#!l 12(1) tta*»*?£T- S C 
ID?^ Tfflfft LT#fcKPMM2 #11 Iili»±& £ ? 
t^rv'T P GM 1 W/X - K-??^ (5 

mm. m) iummft^cy^?sTfm aaici 

0WSK2SMlmgA^©lM, WftiScfc 
hStftPM 1 Kfr (HI^MWSWO 9 2- 1 9 7 5 9 
#J$) 5:0. 12 5, 0. 5Hs£Xflmg/-?VX<D3 

frSipf-PBS (-) (=y*>f|© tISL, ftft 
SJiSPdti, PBS (-) %0. 2 m l/V^&Jj-L 

[0 0 8 5] HI 1 1 IC^-fo fttt*fK|$(D3f 

PMl^ft&^ffi'^Tfi. lmg/?^fi#Lfc 
»#-T?«*iiJi»W4l (Growth Inhibit 
ory Ratio:GIR) 1478%, 0. 5mg/ 
•^^^S-^Lfc^-g-eroG I RiS5 3%, 0. 12 5m 
g/^U^S^Ltil^UroG I Ri"± 6 6%*r^U 3i 

^«fB*BJt«iftijS!)*^^,e>nfco *fc s k 2 k&^x 

lmg/v?^»t-GIR6 1%i:ttTO 

[0086] MmffimmmmL.tzikmf->-7 

wtH gGitfiSrEL I SASttKLfc, ^© 

HgGSJffi2 7. 6mg/mltfcofct)0 
£\ WH^t b3!flSPMltn#£l, 0. 5, 0. 12 
5 m g/Y ; t t't jxfh 7 1 %, 5 5 

%, 7 5%jfl]$lj£n/c, SK2 1 mg/v^S4t 
t>4 3%«lWJ*ttfco fi***til?tt h I gGfcgH: 

#Bka8MW-ct>, fflf* wvv-efc ± < 4HHL-cvvfc„ 

[0 0 8 7] SSJfem 4 : KPMM2#fllRPWfitSC I 

K PMM 2 (10 7 f!) Sr_hfB^K«12 (2) icmm 
tS^SCID^^^ (0*^i-TttK) 

[0 0 8 8] KPMM2#tf9BI > 2 0 0 1, 3 0 
0 @*3it^3 7 0 S^KPMM2f|f|Rrt#«SC I 
r^^^-x/V^L, Ti7^8giej;<9 6 0 n \m±<D 
^r^h°9y-*9^ ftiM) XMsk 
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SteLfco *db\ MMt LTKPMM2tfttLTV^ 
V^SC ID^?*;$>P>kll«W*&T*«lfo.U Jfctf-Cd- 

[0 0 8 9] ^©feU, KPMM2§IWISCID 

-v"?^cojk^^^-Wb*/v>"?Agafl, M3 0B 

liDi*^^ 3 7 H g(t(t>PfHS|¥»-7f>^^lt 
»2 0%©jk^^^Wb*/V>"?Agg±#^«^ 

£ftfc (11 3) 0 fc*, fo.yjw\:*/v*sVJ>>m& 

_h#i4, KPMM2^SCID-7 9^»rtf«L.fc 
-v">^#M(C*5(t5KPMM2 (thCD38 

mmhx^tz (hi 4#iig) . 

[0 0 9 0] *fc, KPMM2fIrtfS3 7 0gOS 
mZfllt (01S#I) „ JSJlJiOfe*tt. KPMM2f§f 

IWlsciDY^©tS» 3»#ttJ»»#I 

[0 0 9 1] 

T«tf8t h#fSJ»W$*i*, #MB©I L-6ft# 
ft, St I L - 6 a«fl«tff * if © I L - 6 ffifflB«8J* 

ft zt> b-r^mm^mnmm^f^ t lx u 

L - 6 »#'l4-Ci«*-f 5 t h #MfllffllS1*tt^ V tT h n 

a. 

[0 0 9 2] $?)t, #?§IK©t h#MIBiM&t*£-*l& 

[0 0 9 3] iftf,o^»6*»Bot blHUWBIW* 

[HI] &ft^fc:fctt5KPMM2©g#lft*§££^ 

[a 2] k p mm 2 mm^^-rm (^mmzm-r 

[03] f-fV^P s/ h^tFf(-i;5KPMM2cO J H *3 



3b3 0 KPMM2^&|f:DNAlrBamHI 1 Eco 
R I&itfH i n dlimgfcU J H *3it^C^at€^ 

Lfc/^KSr (A) r^-r o 

[0 4] KPMM2©«§USr^-rg| (£fe©^S£r*-f 

T*fo3 0 ^*Ufcl 5Mat4-f-<T4 6, XX, 
der (1 ; 1 9) (q 1 0 ; q 1 0) , t (3 ; 1 
4) (q21 ; q32) , -4, t (6 ; 1 1) (pi 
2;pl5) , der (10) add (10) (pi 
3) die (9 ; 10) (qlO;q26K+16& 

[05] KPMM2<7)«H^fc*ri-? 1 #ffilH' Yfi^f 

li£lT©il»3-e&5 : IL-6, In g/m 1 ; I FN 
-afcitf IFN-v, lOOOU/ml ; ^£©#,©1}- 
'f lOOng/ml, 3 [U©Wffc© 

¥®+mmMm (sd) &jsrr 0 

[06] KPMM2©«±i?Bl-*t-r5S;i L-6 m 
Ab*3itTgtI L-6R mAbOS6*^"t-|g-C& 
S„ SK2fi-?')xS:iL-6 mAb (▲) ;PM1 
ii-7!>.xj7L I L-6R mAb (I) „ IllWi^ 

[0 7] KPMM2»IJfair*Jft5 I L-6R©38aSr* 
■T0T-&5o WSftS: I L-6 R mAb (MT18) 

fc, ttiftttm I gG2b^ HII4MT 1 8 ^S1" 0 
[0 8] 1. 5%r^fP-^y;U±tORT-PCR 
GMIs^PCR) 5>trf}C j; 19 , KPMM2© I L-6*5 

WIL-6R mRNAOM^tl (1^*1® 
-Cfe5„ W-^lfcilM, SKW6. 4 ; 

y2*3iO«5, KPMM2 ; 1^-^3*5^06, Wl&M 

Mo 

[09] KPMM2*&Tj9WLfcT9^t*S»t5JB» 
tmtmt h I gG««©ffiB8Sr^i-E-C&5. 

[010] (a) ft^ytThi3jg^LfcKPMM2ii*5 
ftSt FCD3 8KJ^©FAC Sfl?$f£r^1~0T?&3o 
KPMM2I44 0^62 0 0 0 £-e©f6H©^*!$!5£r 
frT5„ (b) }4KPMM2£r#!!WMlLfcSC I D 
-r>>^0#teiJSa^*3(t5 t hCD3 8RI©FACS 
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